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(57) imm 

/i^j^ywco^y^y^mm^. ^'V'jymc^^T. -4 

-rSBOC-^nu F^Sjt:^i£fcJ;V\ friB^i£Tt#^>^i 



(2) ^2001-89414 (P2001- Schl^ti 



-T-R CD 



[it5lcil2 ] tert-7'-?^;Pr;P3-;|/t Jj^xyy^. 

[^1:2] 



. ^ CD 



H-R' CI] 



T-^S til> t° U i-'yaiO^ftT, -40— 0°C-?-RtE§ -^irT 

^-J^/L-T^— 4-b H'n^v-Tuijy. T5y7i — 
[000 1 ] 



[0002] 

tert- y^)VT)V rJ -^l- ^; X ^o:— f 

T. b°iji^>t7t{±2-i; L<{±3-b°r7yy2riSSi; t 

ft (ISfflTl 0-114715) *ift]^^TV^-S.„ 
[0003] 

t LTBOC^^A-r^*i-&. BOCaOA^'fflV^^iixS*^ BOC2 
flTt^^c, L;^)^L. #IIH¥1 0-1 1 4 7 1 StcfEacO 

b y i?yt.fz\i.2-h L < « 3 -b rj y y^mmt LXffl 
V ■> !> t . b ;l-x yfS^TiiBOC- ^' n U K ir)iK^{i::^ipit; 

[0004] 

[00 0 5 ] B.Wh. ^WMit. tj&rrt-yi-)VT)V^—!V 



-T-R' CI] 



RMi^M3^>M^t t<{iC2— c^r/i-^Sf/P 
-r, ) T-^^tl^bUi^y^cOffitT. -40— 0°Ct'RJlE 

?f -r -S * * !M ^: -r S tert-y h ^ 71/ - 71- ^' n U 
[0006] 



(3) ffl2 001-89414 (P200 1 -8ch7=A) 



mM^tix\'-^xij i:\^'<^y^y . tztu-i^y^y. v 
yt/xy, ^^^-uyt^mf ^ftht^h)VJiyt^iS-^ Lv», 

^>0.7~1.5^;P-CAD, J; L<{i0.9~l.l ^: 
;P-f?)-&o tSSil.O— 3.0^;^, ift L<m.l— 1.3^ 
)VX-hi>. Km&mz-^\^Xli. -40— 0°C, *FSL<<i: 

-25 — 5°cT'S) 19 , ■tcn>'imm<nm^^-2Q — s-c-c-ff 3 

[0007] KJSti tert-y^;I^T;I/::? — /L-t t^X^V 

[0008] Km^lZfiE'\LfzmM(r>iUmMA±. rsijLT 
0°cmTTVj<S:MJj;?§^tcWLT 0 . 0 5-10 

of§. ]{t?iL<«±o. i--imMx.. rmir'^mth^ 
b\zx-yx. K^mmt- ^M^wx -^t^^mx'^ h . 7K 

[0009] ; a L-C^'^ti/i'^.y-^rV^jgffittitOBOC- 
\fhf\.. T^ym±hX\t. 3-b h'n^^eaUi^- 

b^9i->i^##:. r^j^rv"'))V^y=ryW. 

T^JWh^^Xlt. T=y=~y. 7x-;l-r9-y. 
7°oy>-, 3-b Kadfi^t-nUi^V, r5y:7a:-;Hg 

[0010] 

[0011] imm 1 (Boc-^'n u v<r)wm) 

7^ X ^" >-20g (0 . 2niol ) tert- 7'^)Vr)V zi -/H6. 5g (0 . 
22mol ) hyPX ymW2Q0n\ {ZV^'K. ^ , -20'Ct^?^SI 
jStf T . 2 - b :a U >^1 9 . Og (0 . 24mo 1 ) b /IxX ymW.6 

og^mimrstHf. i^.^^zmTLti. ^com. 

X^J^^RcOhfl-J^yx-'i^c^L^ BOC-^'oU KtOh;l^xy?§ 
?^^1K^50% (Wtert-y^y-;!.) Xmc. fft#«±-20 

[0012] mam i (Boc-^'n y k^^mjI) 

X y >'16 . 6g (0 . 168mo 1 ) 2: ter t- y^/l- r /L- 3 — /HI . 9 



g(0. 16mol ) #W b /PX i^fSJmeOml tlD^ $ . -20°CH 
<^inJt#T. 5 -x^/l^- 2 -b°r7 y >'23 . 3g(0 . 192mol 

MSKtS^ rsiJLTii'-^O h;l^x>-Tm?|fL , BOC-^'n 
y F(?Dh;ixx>'?§jt^iR^88^ (mert-y^y-ztx) T' 

[0013] »fii?ij2 (Boc-^'n y y:cr,wm) 

7h X ^^>16 . 6g (0 . 168mol ) ^ tert- y'^-^VT^V a -;H 1 . 9 
g(0. 16mol)#W^ ^^l-'>'?$?Sl60mUc:D^§3i^, -20'C 
tC?^J|lJS#T, 5 -X-f-zl-- 2 - brJ y >-23. 3g (0. 192mol ) 
-$r*^ i^f- 1-- ^-JgJSSOg^r*^ 1 B#PEB>OHt , tcjST L 

^com. &&^-wctx±if. yi-^^yytim^-t 
6^x^2mm*mmwLfz. ^mmrm. ittt^cb 
y ytsis^^rs'j L Tii'-fi^o^ \y yxmi^ l . bo 

C-^ny KfO;'fi/-?-^>'?§?«^lR^84% (>fttert-y:^ y 

[0014] mmm 3 ( boc-^' n y Kc^Mit ) 

tJ^X y ^31 . 2g (0 . 315mol ) ^ tert-y'^/WT;!^ 3 — ;U22. 2 
g(0. 30mol ) #W h/PX ymi^'iOOml 3i^. -20°CtC 
f^SIJtf¥T. 5-x^;P-2-ba y >'43.6g(0.360mol)-^ 
fl-byl.x:y?§?S50g2r*^Jl fifPaWt. m-^l/ZmTLfz. 

^com. -2o°c-r-*M^ffvv ^x^>;o^'M5^-rs4T' 
*54B#pEgs*flScfiffL/c„ ^mmrm. sttL^^by>>> 

i^iS^^rsiJtT^-Mco h/^xy-ci5fe# t . Boc-^ o y 
vcnh )VJi ymw.'^W^'iW. ( Wtert- y ^ y ~)V ) ti# 
fz o f»^¥a-20°c^07 y — f'-tti-cif -5 /"c o 

[0015] II»J4 (BOC-^ n y FcdKS ) 
5^ X y y 1 5 . 9g (0 . 16mol ) 5: tert-y^;UT;^ 3 — ;m . 9g 
(0 . 16mol ) -t-W b ;l^x>?§fSl60ml tcfl^# ji^^ . -20°CtC 
J^injtJ^T, 2-X^;kb°y 20.6g(0.192mol)'^^r 

h/L-xyvg^fSOg^ltflBtPBl^^tt. f^-^tdSTL/l,, ^ 

iass:-io°ct-c-Ji(f\ li-^y.yym'n^'tht.x 
*^ 3 ^PESS^sSaiff L^c . MjtE**Tf^. Stt L b y 

y Hc^h;I^X>'?§}t^W9n (^r^tert-y^y-zl-) f 
Wz . «ff «±-20°Cso 7 y — »f _4i-clf o 

[0016] MfePjB (Boc-^'n y ^■<7)»Jt (7Wcj;S 

^*c^l^*) ) 

Tt^y-^y y31 . 2g (0 . 315mol ) §r tert-y^;t/T;t/ n — ;I^22. 2 
g(0. 30mol ) b /PX yi§?g200nil tllK # 3.^ . -5— 0°C 
(±(C -3°C) tCJIrinJtf^^T. 5-X^/L'-2-bay >4 
3. 6g(0. 36mol b/l-xyv§?TS78g^*^J 1 BSPaWt. 
^tCiSTLj'^. ^cOf*, -5— 0°C (±l:-2°C) Xm^^ 

ftv ^ . :^x ir>j:,iji^-r s s T-*^3B#ra«fs^ff l , 

tMteLf^5-x^;P-2-b3 y yl^m.U-ff 
mx . 'y i> ^' D y h' CO h /kx >'V§fa240 . Ig (21 . Owt;^) 



(4) ffl2 001-89414 (P200 1 -SchT^^A) 



?W5gS:JPX.. T;t/;^y'l4(pH 13.7) t-f"!, t , "JltC 

>^48.1g(*>E3i-87.5w«. 7K4i-10.0w«. h;ka:v2.5w«) 
^|l]JK^96.5%Ti#f^<, #/bixf^|l|JR5-x^;L'-2-t°rj U 

[0017] mmm6 mc-^\jv vcomm i^Mzxi, 

X >'29 . 7g (0 . 30mo 1 ) ^ tert-:/>;t- r ;P 3 ~/V22 . 2g 
(0. 30mol)^fl- b;l^X>'?t?g200ml tCDJli; B.^. -5~0°C 
(±fc-2°C) tC^^JSnW^T. 2-xf-;kb°UiA>35.4g 
(0.33mol)-^*b;I^X>'?§?S70g5r*^7l W^reWt, f^^tC 
jBTL/c. ^com. -5— O'C (±(C-rC) T-«^^T 

JCE*^Tf^. O^Ctcj^fflT. i^fflL/t7j<20mlSrJ§;AL. 5ii- 
T . yr^v^:^V3V ]<coh ;t/X y i§?S239 . 2g (22 .lwt%)i 

m.m5i (mert-r^y-zi-) vntz, 
y V <^x'^7 -^fz. ±fz 7j<ii{i;28X^tt y - 
MSlgSrSnx.. r;P^y'l4(pH I3.8)(c-f-|> t . -/iic^"- 
ML. 7j<;i^^Bi^S»T-\ [giK2-x^;kt°y>>>38.9 
g(*iE5i-84.9wt%. 7K:5]'14.1w«. h/L-xvO.gwtD ^HUR 
*93.3%T-1#/^. ^ fC7KJiSr b;UX>20ml-r-Sttm-r-l> 
*T-IIlJR^«i:96. 3^4 ■r■■|^^]± t>^c . 'i^l^Ktz [1IIR2-X^ 
;t^h° y >''>'{±Jt?»M7Kt3 j: D 7j<^^^ 1^ < *T-Bf M ^Tt^ 

[0018] ^](rfiM7 VA-t&Tt--fV^iyf]lV^^=-)V-\- 

b ^■ n ^ v-ru y y cosit ) 

4-b K c?^ ixTa y y3. 9g (30mmol ) t:7K30ml tc^g? L . 

o°c^^^^^|]fgf^t^T, ^' -y ^ □ y f h^t-x yf§?«3i . sg (i 

5.6w«, 36raniol)SrgsJ[I-f--g>, &tC0°CT-28%Na0H7K?§?l5 
9. 4g(66mmol ) ^ *^7llftPHl*HtTJif T L , 0°CT-3lf#fa»j3g 
j«#L>^C. KJEMt30V-s-CHPLC:5]^tff^^f^r3 N-tert 
-^'N^'f >-:5ir;W^-;t'-4-b Hn=3f >-7°a y ycr)^^mt 

fzyYM (pH8) (ilO%KHS04 35ml SrfflV ^TpH2. 5 i; , 
7f<?§ffi«±Pffix^;lx (tt400ml) ^flBl^TSHlfttiiL. # 
tti^c I^Kxf-;P JB i ±ei^v i^-^t- A J; D I3M7J< L . 

*T«<l:L^^. #^>fL/SlSlirii:^iiL. 30°CT'3fl#^ 

n^i^Tay>'5.6g($iEJK99.6%, m.p.l24-125°C). IR^ 

8n-ci#^c. 

[0019] (N-tert-7'>=^ ;l^-4- 

b K n ^ i-Tcr y y tOMst ) 

4-b F Cf dr^-rn y yS. 9g (30mmol ) ^7k30inl tijgft? L . 
8^Na0H7K?t>t33.0g(66mmol) ^WM^th. mz^-ChzV^ 
mmWY. Tfs y^^i^rtU FF;Px>'igffi31.7g(15.5wa. 



36mmol ) * 20^^;5^ttT 'MT L . 0'CT-3«PBl»fiS,jtt# L 
/i. Rj£?«tC':>l^-rHPLC^^fjf§rfl^^ N-tert- ^'F 
^ i^:^?;t/4^~/k-4-b F n=Jr y >-tO±jt*ii75. 1% 

(PH8) (ilO^HSOi 35ml ^fflnTPH2.5ht"-5., ^ <:07j<|§S 
immJ^^fi- (It400ml) ^fflV>T3[IlffittiL, ^^.iXT'^ 
pitx^;FB(i;riKV:?'-jt-i^'>At;J; i9Jlfi7f<L, ^M. 
jftffi L , SMti'vdf -9- y 30ml ^ Jd ;c Jttf t" § 

m^i-^VTn-tert-y F ^ >'7^;F4<-7P-4- b F 
Tuy y4.9g(|i6S99.7;S. m.p.l24-125°C). U^IOXT 

[00 20] mMm9 iH-tert-y'h^y:^Jl-^^—}l'-3- 

b F n=3f bn y zyyc^Mik ) 
4-b F i^y'u y yi3. IgdOOmmol) b y^)V^^ y 
FO. 49g (Bmmol) ^ A50ml \>Z^^m L . SSmgiE 
T, 155°CT4B#PBlJn»jI?jK*^T^a„ 

(0.4KPa / 30— 35°C) , .1 <?D3-b Fcr^i^bn y 
tfi±mi-X'h h SWSr{!IiC28WaOH7K?t?«14 . 3g (lOOmmol ) 
^ilsJuL. 4-6rt;J^a]i«ffT. 4^'-/^'^ny F F;kx 
yJ§M93.4g(19.0wt/;, 130iiunol)2rl5^^;04t"CfitTL. 4 

L. #A>ix7^^F7l^xyji(i:JlliL, r-f y^^°-G SOml^ 

'm:srz3nwmsmMth * t-. N-tert-y f ^ i^fiivit^ 

^;F-3-b Fn^i-boy £/yi5.1g($ieS99.5%. m.p.62 
-63°C) ^4-b Fcr=^ j^rn y yj; ^WL^^hlX%tz , 
[00 2 1 ] IIMf^iJl 0 (N-tert-rF^i^^/l^^J^-ZF- 

3- b Fn^ixbnyi/yf^Sm) 

4- b F i/To y y26. 2g(200nimol) t ^ y 
FO. 98g (lOiraiiol ) -1' A90ml ^I^|^Sl L , SSSlsK 

T, l5o°cT4BtPB1^[I5^3l^JK^^f^a. #^:>ii7"^RtE?ffi^ 

M-r-g)*T-3-b Fa^i-bny >>'yi^ffiJt^ (22.97g. IK 
^93. 8X) ^Wz. >l£7)3-b Fn=^i^bny >>'ylSSS 
SO^il 1 . 48g (983mmol ) tC4~6°CT\ 28%NaOH7j<?§*S28. 0 
g(196nmiol)?:asML. 4-6°Ct'J^a]jlffT. ^'-y^^n 
y F F;t/Xy?t?Sll6.0g(15.3wt%, 130iiiiiiol)Srl5^]-*-(t 
TiSTL. 4-6'CT-3B#rafftJj!cM*L7t. ^JE*^Tf*. 
RJsG?ffi^^^?SL. #^>#i^cF;lxxyjia?iiaL>t, .1^0 
?filBjlgtCT-^ y/N-G 50ml^jDi.«ff-r^*T'-|SH^B^l:L 

N-tert-y F ^ i^7^;F4^— ;P-3- b F a t°o y 
>^'yi5.3g(Ji&^99.7%. in.p.61-62°C)^4-b Fo^f ^-7° 
n y y J; 0 IR^81 . ^LXWz , 
[0022] 



(5) IB2 001-89414 (P2001-S@= M 



(51)Int.Cl.? iiS'JlE-^ FI f-73-K(##) 

C0 7C 69/96 C0 7C 69/96 A 

// C 0 7 B 61/00 3 0 0 C 0 7 B 61/00 3 0 0 



F^—M.m^) 4G069 AA02 BA21A BA21E BE38A 

BE38B CB68 
4H006 AA02 AC40 AC47 AC48 AD16 

BA51 BA92 BBll BB31 BCIO 

BE52 BS90 
4H039 CA66 CDIO 



